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Claims 



/T^Use of substances that Impair cellular peptide processing for MHC presentation, 
such as inhibitors of TAP (Vansporters associated with antigen processing) or of the 
proteasome, for preparation of a pharmaceutical agent or vaccine that can stop or 
prevent cancer growth or virua infection by stimulating immunological effectors, 
especially CD8" 1 cells, preferably cytotoxic cells, directed against antigens or epi- 
topes associated with impaired cellular peptide processing, especially MHC class I 
dependent. 

2. Use of substances according to claim 1, characterized in that the substances in- 
hibit the function and/or the expression of TAP such as TAP-inhibitors e.g. ICP47 of 
HSV type 1, IE 12 of HSV type 2 or a gene encoding a TAP inhibitor or a nucleotide 
sequence that is complementary at least\in part to the RNA or DNA sequences en- 
coding TAP e.g. antisense oligonucleotides or ribozyme destroying RNA. 



3. Use of substances according to claim 
hibit the function and/or the expressio, 
e.g. a peptide aldehyde Z-Leu-Leu 
some inhibitor or a nucleotide seqi 
mRNA or DNA sequences encod ng pr 
ribozyme destroying RNA. 



iractferized in that the substances in- 
oteasome such as proteasome inhibitors 
or Lactfacystin, or a gene encoding a protea- 
complementary at least in part to the 
'e.g. antisense oligonucleotides or 



of i 



ence th 



^Use of antigens or epitopes associated with irrtoaired cellular peptide processing, 
especially MHC class I dependent, e.g. peptides or parts of MHC class I molecules, 
to elicit specific T-cells, preferably CD8 + T-cells, directed against antigens or epi- 
topes associated with impaired cellular peptide processing, for preparation of a 
pharmaceutical composition. 
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'^Use of molecules including T-cell receptors or parts of T-cell receptors, directed 
against MHC class 1 dependent antigens or epitopes associated with impaired cellu- 
lar peptide processing, for preparation of a pharmaceutical composition. 

^. Cells, that express antigens V epitopes associated with impaired cellular peptide 
processing, especially MHC clasps I dependent, chosen from mammalian cells or 
non-mammalian cells, e.g. cells pat lack TAP and/or proteasome function and to 
which human MHC class I molecules could be transfected, to be used for preparing a 
pharmaceutical or vaccine against cancer or virus infections, by stimulating immu- 
nological effectors, especially CD8 + cells, preferably cytotoxic cells, directed against 
antigens or epitopes associated wfyh impaired cellular peptide processing, especially 
MHC class I dependent. 

7. Cells according to claim 6, characterized in that they are mammalian cells such 
as hematopoetic cells, e.g. dendritic cells, or other autologous cells, especially cells 
from the tissue of the origin of a canper, or non-marninalian cells, such as insect 
cells. 



js. Lymphoid cells such as T-ce^s e.g[. 
vated against antigens or epitopes asslc 
ing, especially MHC class I debendei 
vaccine against cancer or virus 



CTL, preferably CD8 + T lymphocyte^ acti- 
vated with impaired cellular peptide process- 
to be usyra for preparing a pharmaceutical or 
ns. 



p. A process for induction of antigens or epitopes associated with impaired cellular 
peptide processing, especially MHC cla^s I dependent, in mammalian cells, charac- 
terized in that: 

a) the cells are treated with agents that inhibit substances that take place in the cellu- 
lar peptide processing in mammalian cellk e.g. TAP-inhibiting or proteasome inhibit- 
ing agents, such as ICP 47, antisense nucleotides or ribozyme together with a phar- 
maceutical^ acceptable adjuvant, or 
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b) a sequence that codes for suph an inhibiting agent is introduced inio the DNA of 

the cell, or 

c) a nucleotide sequence that is Complementary at least in part to the mRNA or DNA 
sequences encoding a substance that takes place in the cellular peptide processing in 
mammalian cells e.g. TAP or proteasome is introduced into the DNA of the cell, 
such as antisense oligonucleotidesW ribozyme destroying RNA, or 

d) the cells are treated with an appropriate ribozyme, such as a ribo/.yme that com- 
bine enzymatic processes with the specificity of antisense base pairing, and 



e) when non-mammalian cells are ufced, such as cells that lack TAP and/or protea- 
some function and to which human MHC class 1 molecules have been transfected, 
e.g. insect cells, transfection thereof With human MHC class I molecules and 

f) the cells may be irradiated with an [appropriate dose with e.g. y- irradiation from 



e.g. Cs 



137 



A kit, for use in a process for induction of antigens or epitopes associated with 
impaired cellular peptide processing, Especially MHC class I dependent, in cells, 
characterized in that it comprises an active dose of a substance that induces anti- 
gens or epitopes associated with impaired cellular peptide processing, especially 
MHC class I dependent, such as an mmbitor^of TAP or of proteasome or a nucleo- 
tide sequence that is complementary at least |n part to the mRNA or DNA sequences 
encoding proteasome or TAP e.g. antisense^ lucleotides or ribozyme, possibly also 
comprising appropriate adjuvantV^ucl>ks s.^^eyfckines and genes for costimulatory 
molecules, such as B7, gold beads and liposomes. 



yf^A pharmaceutical composition or a vkecine comprising a pharmaeeutically ef- 
fective dose of a substance that induces antigens or epitopes associated with im- 
paired cellular peptide processing, especially MHC class I dependent, such as an in^ 
hibitor of TAP or of proteasome or a genelencoding a proteasome or a TAP inhibitor 
or a nucleotide sequence that is complementary at least in part to the mRNA or DNA 
sequences encoding proteasome or TAP e.g\ antisense nucleotides or ribozyme to- 
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gether with a pharmaceutically acceptable adjuvant, e.g. cytokines and costimulatory 
molecules. 



j^A process for treatment, prevention and diagnosis of cancer and virus infections, 
characterized in that: 
a) cells taken out of the body of a hknan being are treated with inhibitors of cellular 
peptide processing, e.g. TAP-inhibitprs, and are readrninistered to (he body possibly 
^together with a pharmaceutically acceptable adjuvanU or ) 

witFfur 



b) cells that e xpress aji tiger 
processing/especially MHC class I d^ 
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c) autologous T-cells are stimulate* 




»tat 



associated witn impaired cellular peptide 
ent^are administered to the body possibly 
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against antigens or epitopes associated 



Mtro 




with impaired cellular peptide processihg,(fespecially MHC class I dependent^and are 
administered to the bod>£lor\ 

inhibitors of cellular pq^re proce 
tered to the >ady> suc ^ as TAP-inmbitqik, 



le adjuvanvor 

e) antigens of epitopes associate 



nth i 



for 



HC class I presenialion are adminis- 
, together with a pharmaceutically acceptab- 



paired cellular peptide processing, espe- 



cially MHC class I dependent, are administered to the body, e.g. a peptide or MHC 
class I complexes or a part thereofj^^ \ 

0 a T-cell receptor or a part thereof directed against antigens or epitopes associated 
with impaired cellular peptide processing,! especially MHC class I dependent, is ad- 
ministered to the body. y 



